Letters 487 Letters 1, a tumor suppressor transmembrane protein. Thus, inhibition of smoothened (SMO) protein by PTCH-1 is undone. Activated SMO stimulates the transcription factor Gli, promoting cell proliferation and tumor growth (Figure 3). Aberrant activation occurs by loss of function in the PTCH-1 gene on chromosome 9q22.3-31 in 90%, and by activating mutations in the SMO gene in 10% of the BCCs. 3 Substitution of Gly by Ser in codon 1163 of the PTCH1 gene has been described in healthy individuals and is considered neutral. The substitution of Trp by Cys at codon 926 of the PTCH1 protein is considered unfavorable. 1 This mutation has never been described in BCNS and may alter the function and structure of the encoded protein. These hypotheses are confirmed by the variant c.3487G> A in the PTCH1 gene in the father, suggesting that this change is benign;
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0000-0003-1649-3076 Elaboration and writing of the manuscript; Obtaining, analyzing and interpreting the data; Critical review of the literature. revealed an odontogenic keratocyst, confirmed by histology; computed tomography revealed calcifications of the falx cerebri and cerebellar tentorium; pelvic ultrasound diagnosed uterus bicornis.
The patient's parents had no clinical signs of BCNS and are not consanguineous. Genetic testing directed at BCNS was performed.
A peripheral venous blood sample was collected for DNA amplifi- The Hedgehog pathway plays an important role in embryonic development. Its aberrant activation is involved in the development of many malignancies, including virtually all BCCs, whether sporadic or involved in the BCNS. 2 Sonic Hedgehog binds to PTCH- 
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